Application of our chemical screening methodology2) to different new fungal isolates gave rise to the detection, isolation, structure elucidation, and widespread biological testing of a new fungal metabolite named clonostachydiol (1), which is related to the macrodiolides of the colletodiol family3 '4).
mycelium. The typical conidiophores were found to be in close morphological analogy to gliocladium and are arranged in self-contained long rows (Fig. 1) . Combined with further taxonomical investigations the strain FH-A 6607 was classified as Clonostachys cylindrospora5).
This species belongs to the order of Moniliales, which the colletodiol producer Colletotrichum capsici is to be integrated into the order of Melanconiales, which is more related to the genus Fusarium. The structurally related grahamimycin6) is produced by Cytospora sp. and belongs to a third order of fungi named Sphaeropsidalesn)'.
The strain FH-A 6607 was cultivated in a medium containing malt extract 2%, yeast extract 0.2%, glucose 1%, and (NH4)2HPO4 0.05% (pH 6.0 prior to sterilization). Production was * Part20: Seeref1.
carried out in 300-ml Erlenmeyer flasks containing 100ml of the production medium(200rpm on a rotary shaker, 25°C) or in 10-liter fermenters (250 rpm; aeration: 4 liters/minute) for 98 hours.
In our screening routine2'8), we prepared defined extracts of the culture broth from the 100-ml Erlenmeyer flask fermentation followed by a detailed TLC analysis (HPTLC-silica gel 60F254 on glass, Merck; see Table 1 or n-hexane. To receive sufficient material for biological testing, fermentations were carried out in 200-liter scales using the conditions described above. After centrifugation, the culture broth was adjusted to pH 7.0 with 2n NaOH and adsorbed on Amberlite XAD-16.The residue was eluted with The strain has been cultivated on malt extract agar for 10 days at 25°C (strain FH-A 6607; x 1,000). FEB. 1993 (3), which was described to be biologically inactive. In contrast, we observed a weak cytostatic effect of clonostachydiol (1) in proliferation assays (MTTreduction) with the cell lines L 1210, HT 29, and A 549 (IC5O=4.5, 4.2, and 5.7/ig/ml, respectively). Based on prior work on the macrodiolide elaiophylin1 2) the anthelmintic action of clonostachydiol was investigated in in vivo tests using lambs (30 to 40 kg body weight) artificially infected with infective stages of abomasumnematodes(Haemunchus cortortus).
By the application of 2.5mg/kg of 1 subcutaneously, a 80 to 90% reduction of the nematodes measured by coproscopic investigations before and after 14 days was found.
